Positively charged nanoparticles will bind to negatively charged endosomal membrane, and the fusion of these membranes will finally deliver siRNAs in cell cytoplasm. (d) TTR-targeted siRNAs will bind to complementary sequences in 3' end of TTR mRNA, instead of the traditional CDS region. AGO enzyme of RISC complex will execute TTR mRNA cleavage. (e) Reducing TTR expression will prevent the accumulation of abnormal amyloid proteins in tissues. AGO -Argonaute 2; ApoE -apolipoprotein E; CDS -Coding sequence region of mRNA; Dicer -a ribonuclease enzyme; PACT -Protein activator of the interferon-induced protein kinase (PKR); RISC -RNA-induced silencing complex; TRBP -HIV-1 Trans-activation response (TAR) RNA-binding protein; TTRtransthyretin.
